Document made available under the 
Patent Cooperation Treaty (PCT) 



International application number: PCT/JP05/006439 
International filing date: 25 March 2005 (25.03.2005) 

Document type: Certified copy of priority document 

Document details: Country/Office: JP 

Number: 2004-093219 

Filing date: 26 March 2004 (26.03.2004) 



Date of receipt at the International Bureau: 12 May 2005 (12.05.2005) 



Remark: Priority document submitted or transmitted to the International Bureau in 
compliance with Rule 17.1(a) or (b) 




World Intellectual Property Organization (WIPO) - Geneva, Switzerland 
Organisation Mondiale de la Propriete Intellectuelle (OMPI) - Geneve, Suisse 



b # a # it Jt 

. JAPAN PATENT OFFICE 



PCT/JP 2005/006439 

14. 4.2005 



& mM t m — -e * & i £ IE 1~ & o 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



m m f M B 2 0 0 4^ 31260 

Date of Application: 

m M # ^ 2004-093219 
Application Number: 

Attic J: a^S^offlK 

JP2004-093219 

The country code and number 
of your priority application, 
to be used for filing abroad 
under the Paris Convention, is 

m m a jzJEmmfit&Gtft 

Applicant(s): 




mtE^-^ tHfE# 2005-3029823 



#M 2004-093219 



1/E 



[ft*] 

[IftU:ftIA] 

[IftL^tlA] 
[»»(!#■*§■] 
[#Hdb] 

[%#*] 



DA-03637 
TO16^ 3J326H 

C07H 11/00 
A61K 31/70 

BWBIX»lUPrr^ 3-251 RCK6-403 

000002819 

100066692 

100072040 

tstt m 

100088926 
100102897 

mm mk 

002901 
21.000R 

#mt^<7)itH i 
mmm i 

Hi 1 

H*?J# 1 



miE# 2005-3029823 



#11 2004-093219 



1/ 



1 1 

TIB— jKsS: ( l ) -e^-T ^ - * - o^T-e 7* V u v /WfcKJGc? $ If * ^tf - 
Kbi] 



R 2 

R 1 — Si — O — Tf (1) 



[_LIE— JHs* (1) R 1 , R 2 S.^R 3 ii, *fr*W&$L LT, figlSftTv^v^*!? 

U Tf tt, h V 7;v^-n^ * ^^jV7t-)Vl^^f 0 ] 0 
[Kf^a 2 ] 

If ^ 1 ^tamco * V *7 V 3 5. ; 7 v a y coM^fi : 
3 ] 

n&iB (a) <Dnm<D^ 

(b) mm (a) oxfii?# htLfzf) ^mmmjtmmK^n^-<D^m^umL 

(C) m-co^»*^M^tL7t^V =f$!£, mrSBy°n^-^-o^T. itulBft-fft-^ 

1 8 0(7){£^O|l]»»9^ILTtf * 1 . Iff**! 1 X(i 2 K|BfRtf)3W£2ri£o 
[W« 4 ] 

mmm^fat lt, tib— ^ ( 2 ) ^/j^M7G»^;i^ n y Vu^i^-y 
mm&*m^ ; 



miiE# 2005-3029823 



#11 2004-093219 



2/ 



Kb 2] 




(2) 



r_tfS— jR^C (2) tK R 4 ti. IWJ — Xti-etL-PtL^LT. TfcJSHt^ TJ^^^&, T 

!§2>#£Jlv^, |f| 1 ~ 3 <Dffitifr 1 iJiclBm^M^Vi : 
Kb 3] 




(3) 



ir « N TKfSJiC^ t;v^;v*, 7'J^ 7 5;^^*, 7V-^ y'J^M^^ 

[fit M 5 ] 

tulS-« (1) *K R\ R^^R 3 ^ f^tLiiLt, H-C*S*N 
[If « 6 ] 

ttfiB^n*-^-^ f 'J 7 ;v t n ^ ^ > ^ ;v * > t PJ ^ f ^ v 'J ^ (TMSOTf 

mm (b) (c) <dxm* 1 ~ 5 hi* «j m&%i~6<Dffitifri&K&Mom 

[l»Jfc® 8 ] 

(d-d hk, mm (a) xti (c) ^xg-e^etLfc^- 1 ; 

fflfiE# 2005-3029823 



#SI 2004-093219 



3/ 



[f»*^ 9 1 

(D-2) Hid, fll5 (A) Xi± (C) ©Igt1#f,iifct V 3't©MIS«-KI$ 

xm^-gts, mm. i - 7 o#ti^ i mzmmvum-jj'&o 
m&m i o ] 

#t Lt, Tttrfe-$b£ (2) 25: tT (3) tcfa«oM^c^^;v^n> 
mm (A) Xti (C) OX@-C#<btL^^-y nliO^S7t«^&£N-7v^#'7^ 

[fflltfsS 1 1 1 

TIB— ^ (4) "C^^tLS, 1tc«7*;v^ n 'J rfn > Kn ^ f >^ L < (i 

[ft 4] 



COOR 11 ~l 



,16 




OR 



(4) 



—J n 



7jc*H^ T;v^r;v*. 7'J;vi, Tv'^&tJ^^n-f ;i/afcfre>&aS£j&»£>»tf*L 

^ (5) ^^i"^;v^n ^MIi«^L< I^Xnyiiif^^to Sfc, ±IB— 
(4) ^ nti, 3-10 OiSSfct?**o ] 



ffitE# 2005-3029823 



#JH 2004-093219 V : 4/E 

[ft 5] 



COOR 




(5) 



[.LIB— «5£ (5)4-, R 17 \ R 18 S.^R 19 {±, ^tL-PtM&fcLT. 1^— 
[|*3frE 1 2 ] 

HtrfS— fl£5£ (4) K*3V>T, R'^^R^^lilt^*, Mf3fc®l 2 ^|2«OM7C* 
1 3 ] 

WIB-JRS: (4) tC*3V>T, ntf s 3 ~6-C*4||*3Sl 2 5.!i 1 3 fcSB*t<Z>*7G5fc»$ r 

Vtiiim. l 4 ] 

nt&ig ii~i3 <Dm^\zwm.(om. : jf^Mv^^ u ym.m* u 3*3 >pn^f 

#©^<i^-tL giijsifto 
[li^jii 5] 

. m$9i 4niet©giMo 

[lit « 1 6 ] 

M5MtO|f t±,« 7^F-y^^ If Si" & * fcffi ft & 1 5 fcflBlft© M 

mxs. 1 7 ] 

IM^MtJO^O/c^co. It*^ 11-13 ^|BIRO«7C*3S^A'^ n V rfs 



mSE# 2005-3029823 



mm 2004-093219 



1/ 



to* 

[0 0 0 1 ] 

[0 0 0 2 ] 
[0 0 0 3] 

^■ij 7 in) Jj>lzm~$-2> i><&£ Ltli, 3>Kn^ff >m f;V7^>» 
(UN**) £ N - r -> ju if 9 * h -9- 5 > (SNMIO , * > if-e iHXo^i 

[0 0 0 4] 

af, itLib^v 31-9-5 y * >owjfeB««ffit**v>H^j&**-*e)tL-c* o > %M 

[0 0 0 5] 

Hi ttl>l 6-1 00 ||t ft & 7*;V * > $cIJ^ s \ Yu>\£> *km.R tffcMtt&tt 

H £ M#i- Sifc* t fte>^tv>SCD4 4 ffiiK ffiSffMB L , #5fe<£>*fc# J: U H T ^ n 

tLTV^S 0 
[0 0 0 6] 

ti& , * U 3f jjr 'J3t?^*'jr/ (&T\ *WJW»-C r* U 3fJ fc fi, 2 ~ 2 0 1S<^# 

P^#^- Sit j&^iftjgf L < tefg* $ ttT o 
[0 0 0 7] 

#E#tt»2 ^Si. 4 Wf» ?>4S3>Kn>ff VISE l±, L-^^U 
ft**— SR^L< ft $tLTV^ftv^tJS3i > Kn-ff>7 7 5 V -t?i±, Vf- 

Wja&Whfrfcft&^y 3t5y^'J*>tCD44 hcoffiSfPffl^ov^T ileitis *) , 
B8i{:CD4 4fcTOffltSifc, BUt,, C D 4 4 OfflZffcB K*5V>T ii, «MK±0 
[0 0 0 8] 

tB|E# 2005-3029823 



mm 2004-093219 ^- v : 2/ 

[0 0 0 9 ] 

^»^«b**^u =f^9^ >^m^ s \ ssifejE*!, tfiTU)v^-M, mk<ofr 

[0 0 10] 

tra3Clt D-tf^ h9~5 >f#frtD-^;^ n 
[0 0 1 1 ] 

[0012] 

^#It»3-ei±, 6 ~ i 4 <7)«j^lS^^^*#i|gco^v n't r;vn 

tr^-U =tV-jR<£!»3&*, CD 4 4*>$M&*8H&U ^©-*"e, lOO 0 £JL±co#^£«f5&» 
[0013] 

[0014] 

CM) o 

[0015] 

[0 0 16] 

M x. fi\ mffi#5t^:K 3 t {4, i*MS-e&£ D - # 9 * h -9- 5 tD-Wn> 

* Mi- a # gc**w $ tit v> * 0 

[0 0 17] 

©HBjttt#e>a:§tL-cv^v>o ra:fcftfcH\ 4$fm±<^M»^'b&&^y 3-9-5 

[0 0 18] 

v KftLfc 2 0««^&£$t§:##U W^iT*SBFsOE 1 2 <7^ttTtr£Ot> 

miE#2 005-3029823 



mm 2004-093219 



3/ 



[0 0 1 9] 

W.M 4f3> Kn 4 J-y^MW.* 5 0 %OJ|3l^-t:t# ft* & <7)t?&* 0 

^ohl, ##lt»4 &t>* 6 ^|B«60«^fe'tr{±. 6 &±<£>fl|j£*itf* >b * * T-fef- 

o 

[0 0 2 01 

4 , ^iftttjtltt 5 K »± > ^'J3t^^'j*> 0te&07fcBI» * MIRK) i'WSkitir * 

[#!?-» 1 ] #^ 2003-512807-^- 
mWXWt.2] WO 96/16973 
[#I^»3] #PS¥5 - 1 7 8 8 7 6f 
[#S^»4 ] #H¥ 5 - 0 5 8 7 1 6f 

1 ] ARTHRITIS & RHEUMATISM Vol.42, No. 4, 1999, pp. 659-668 
[^#^12] THE JOURNAL OF BIOLOGICAL CHEMISTRY Vol. 277, No. 15, pp. 12921- 
12930, 2002 

[##fr^CS£3] THE JOURNAL OF BIOLOGICAL CHEMISTRY Vol.278, No. 34, pp.32259 
-32265, 2003 

l^iRMfrlfclSIU ] Carbohydrate Research 305 (1998) 43-63 
IfP&WFXIR 5 1 Carbohydrate Research 326 (2000) 88-97 

[##lrS:K6] Bioorganic & Medicinal Chemistry Letters, Vol.5, No. 13, pp.1 
351-1354, 1995 

[0 0 2 1 ] 

m&Mtfr * * * \i^(Dm^wm^ t^^^t^ ^ u * > * > * w> its***-? 

J? #J*6T# "b ft* . 6 J0LJiOtt5lioa:<O*riE»** <b 4 * l*i(*aeo«5c*i»^^ * a 
* y :/ 3 > Fn-ff > ill^ i ft£ £rtr ISH«tJ ^i^gKlttSo 

[mm * mv?t * # (D^m 

[0 0 2 2 ] 

|v^:K% 4mJi^MM^6^*^^ilS^^v ^^-y y ^y * ffi 

[0 0 2 3 ] 

apt.. *S&9?t±> (a) m.7t?m<nyv n->;v<k^#-r*7jcm*^«^Mt#$ft> 

flc * *» % «f * > ^«7C*SB ©Ha ~> Mt Kfa-f * ^c«3fe *« 7 U - T * •? 
, * tfMt&OTfcm^M&ffi $ ftr v> * n - T -> ;v if 9 * h -9- 5 > flNI# * *Sft * MS 

«TIB— Jfes* (1) ^t^n^-^-O^TT^'J 3->MkRJiS$-**Xe* 
•g-tri i: ^#Stt^> *y =f^y 3-9- ^ j n y<DUik-%&*M®;1r& *><£>-e&* 0 

*§PJ3J±. fflft-tMlIlt^v^, (A) ^^D>tZi^Xn>^I 
& ^ . ®7G*3ro ^'Ja ^> Mb KIBStakW-^ $ ft, 0# (Dim. 

ffiSE# 2005-3029823 



#11 2004-093219 ^- v I 4/ 

Bfc<&8H**fcj&»&fc 0 - ^StTE^SS^V ^ is MkKttir ZftM^ffy V 0 . ^<7> 

#, co 7Xet^25. # & # * ^ * s ttf v> * % ; Iff is— ( 1 ) \z.-m-t 

[0 0 2 4] 

»£-fci±, xiBX^inx. (B) una (a) «ig-c|}6iifctv =r»o*«5n*»t' 

*3l}a— WffcK^fclttBtU (C) Si-©ril^KIL/:t'J =f*S£, tuIB^n^E- 
* - <7)#;£T\ ttrfBM###, £P ^ L < ii 2 ofS«^ ib % £ itufB»4-# , ^ V = "> 
;Mb^J££«xfi£^-fro Sfc, (d) gft (b) jtrr (c) wig*, l^^smo 

ya^fcKifti-sifcjF-ciSo ssJCWbw/a-ett, (b) xtf (c) <o 

in* i ~ 5 mmvi&irz-t-c &M<DmM<v*v try * - 

[0 0 2 5] 

<DMMfa*Mi&1-&Wi&<Dmt Ltv ffrlB— ^ (2) ^i-2©*jS*ia»fc*:<&«:7G* 

[0 0 2 6 ] 

Jf^fiiK* tLX v> & , ^ n >^Xi± -fXo > Wl t h & & <D v> & £ t § & 
SB— «5S; ( 3 ) -e^f 2 <0«j£*F*fc **«7n*iS^JV^ a 7il3> Fn f-^|f 
[0 0 2 7] 

<. Wiif F V 7;^n^ ^ y^jv^^if 'J ;VyU;v (TMSOTf) 3§K 
[0 0 2 8] 

ttzs ^mM^myk^mt, at. luta (a) xi$ (c) leT-f^^ty^io^ 

«Klfe*Jttli$**XS4:#tro 4fc^ BKUCJESCC, Iff IB (A) Xti (C) IgtHt. 
[0 0 2 9] 

^HM^^v>T»±, fuIB (A) Xtt (C) XflX#^tL7^^V =T|fo#N -T^^tT 

ffifE# 2005-3029823 



Sfrffi 2004-093219 ^- v : 5/ 

[0 0 3 0] 

ttBfe) #J £h£!21-£ - fc^&So ) , fria— *fis* (4) £tt&, a 

[0 0 3 1 ] 

4 \z.ft-tz>*/*T4 -s7&m&<o&"?* mm-ufcR (4) ^^<hr 7 ot 8 ^ 

^gXO* C D 4 4 v j. f-f > ^ft alMI?) ifT% — *£5£ ( 4 ) n 3 - 6 T?* 

[0 0 3 2] 

[0 0 3 3 ] 

^fP^OM^^^V^n^mM^V Fn^f > (%Bfc) CD4 4CWt 

2,yxf-f V^»3if&fcMLi«v»ei±**rL. CD 4 4 J: o TUH&S tLSJfem * 

i±^Jbt£\ ?&*i^ti^i»i-s^*o«tt*^fcL"rffiM-taifc**"eSSo 

[0 0 3 4 ] 
[0 0 3 5] 
[0 0 3 6 ] 

) ^^^v>-C, C D 4 4 ^f(7)^ i: i o t tH>S,lt (ilt , B£#, 

H» -f & ^flffi $ tt 2. o 

[0 0 3 7] 

tu -5- co'ftii <D7K^*^ 0* * # v $ frtT & V jv ? u y 14 4 X n yW.<v 

miE# 2005-3029823 



mU 2 0 0 4 - 0 9 3 2 1 9 ^- v : 6/ 

[0 0 3 8] 

ifc-*-*»£\ 3S£ (B) itrlB (A) oil^fttiifctV ^afw*«5n*j»i'i5»t*— o 
«»3££I&iHtU (C) **5n*S»*C7V-^Bft*«r«ro*U=fl»*, tSriB^n*-* 
- <Djf&T, ltf1Bllft#-# i^Ja v MbBOS $ * S Xm ^^ 1 ^ 8 III (D&M<D HSfcit 

[ 0 0 3 9] 

[0 0 4 0] 
[0 0 4 1 ] 

(a - i) mm^fc 

[0 0 4 2 ] 
[0 0 4 3 ] 
[0 0 4 4] 

[0 0 4 5] 

[0 0 4 6] 
[0 0 4 7] 

2005-3029823 



#11 2004-093219 



7/ 



yt>yjfy|, y^nA^y'Jf^ T-fe^;v^ ^>VM;v^> t^nnr* 
[0 0 4 8] 

[0 0 4 9] 

[0 0 5 0] 
[0 0 5 1 ] 

;l^#;Jr£*. p - y< h^fy^yy ;V^§?<7) T ;V 3 ^ > v T U ^ > ^ 

^*^£n^ft;g><&£no;7r£KJ: *)?T&x.tf J:v>o 
[0 0 5 2 ] 

vu4 ^ymmzm&ir&m^tzm^bfr&mi%^fa%Tm~^ (2) 

1-0 

[0 0 5 3 ] 




(2) 



[0 0 5 4] 

7 y ;HS^7 ^ n ^ jki^ ^^i i ^ ft, jifJ L<l±7-bf JH, ^^7 
^>vM ;i/*1^7 ^ n ;vi^ 4 t i <9it^£ft&o Imii, I 

[0 0 5 5] 

p225_yf P 3 {i ^ 7 jc^^-, r;v^;v^ 7'J;H> T9;v^;v*. t v -;v*&<^v y 
ib * & m& b MM^ ft, 0 * L < > v T ;v * ;v^? > v h V 7 * - 

;^S.^T9;vdr;v^^^^,^^ib^R^ft. ffU(li^>y>l, t^JW^V 

ffiSE# 2005-3029823 



mm 2004-093219 



8/ 



e>S^$^L*o tfc, P 6 f±. imWS-, T)l<*^&, 7'J^i, 7 7W^i, 7'J - 
[0 0 5 6 ] 

±f2M#^#OA#^J&$lt (2 -T-fe h 7? K- 4, 6-0-^>v : 

u 2 -T^^-^r v- 3 -o- v?v j 4 ;v- p — D-ir? ? h tf 7 / - (l- 

>4) -2, 3-v-O- (4 ^;V^>VM ;V) -1-O-f 'J^OD7-feM5 K 
[ 0 0 5 7] 

[0 0 5 8] 

(A- 2) 

[0 0 5 9] 

[0 0 6 0] 
[0 0 6 1 3 

[0 0 6 2 ] 
[ 0 0 6 3 ] 

jcskSfta*^ ^ n * & o 

[0 0 6 4 ] 

£;ft<b$t^g#eD^R^£: t-ctt, Milf, y<^;^> xf^o7^^^i, ^> 
■/;vif^77ii'^JVS, f y 7i-^> f © h v 7x-;v7^^^S, T V fr& 
y f-^-^^;i/*#60-^^-T;vdr;v^, ^v7nt''jfyf, "S^U -^afe, 

p - ^ f y ^ > y 'J f y ^ © 7 ^ 3 y ^ y y ' J f > S > yy nAJfy'Jf T 

x r ;v ^ &^&f s i ^-e § * „ 

[0 0 6 5] 

£BfE# 2005-3029823 



#M 2004-093219 



^-v: 9/ 



[0 0 6 6 ] 
[0 0 6 7] 

+ y^vi? 'J Xl£ 'sir n^-^r v >; ^^^-C^ttLTio < itW f 

[0 0 6 8 ] 

p - ^ f v ^ y y JHf « T JV 3 ^ y ^ > y JH, ^>vM;V 

[0 0 6 9] 

[0 0 7 0] 
[ft 2] 




(3) 



[0 0 7 1 ] 

(3) >K R 5 i±. |W[— X«-etL^tLS!37:LT, T)\s*)V^ 7'J;v 

[0 0 7 2 ] 

ps^P 9 ^ 7kmm^ T)V3c)\s^ 7'JiH, t^;v^;i^ 7'J-JHl^'yV 
;i/ r ;v ;v « v v h & & ^ d» h MiR $ a £ 0 

[0 0 7 3 ] 

P 11 3to f p 11 ' ii^ 7jcStJ!i\ t;v^;^ TV;^, 7 7jH)H, *s 

[0 0 7 4] 

±fB*Sg##<a*#Klfc0Ilfc LTfi. (2-7-fef7U'-4, 6-0-^>v 

'Jf>-2-ft*y-^-D-f77ft t 7/yiV) - (l->4) - [4-^h^f~> 

ffiSE# 2005-3029823 



#11 2004-093219 



^-v : 10/ 



o 

[0 0 7 5] 

10 0 7 6] 

(A - 3 ) -7°n^£- ^ - 

#3£S§&ci3V>Tf±, ±IB$ff;£##£, ±|B«$##a:, TIB— JK^C (1) WT^n-^ 
- * - co^T-e ^ V n v MfcSJS $ * & o 
[0 0 7 7] 

Hb3] 

R Z 

R 1 — Si — O — Tf (1) 
R 3 

[0 0 7 8] 

[±1B— JRS: (1) R 1 , R^tfR^i. -e^^tL^LT. tL-c^&v^/^ 

j^U Tf It h 'J 7 Wn^ v^^7 t-^i^to ] 
[0 0 7 9] 

Ji|Byn^E-^-^ffiv^ £ K^liH:, |W] C/M B F 3 • OE 

t 2 ^J£^ 2 0 - 6 0%Jil±JR^£ft±£«- fc^tiSo 
[0 0 8 0] 

±|B7°n^-^- i: LT(i, #Ux.Ji\ F y 7;vt n ^ ^ >^ >t > 'J^ f ;v-> 'J ;v 

^ >H b 'J^^yii/y V JK h V y iv^-uj ? >7uw^ ;/@| h y -?-:7-?-;Vv >J ;v 

3U± h 'J 7;v^n^ ^ h V ^> f^y'J ;v^£i^f & c t^Tri -So 

[0 0 8 1 ] 

:£3PJ^i3V>TJ±. ±IB— ^ (1) R 1 . R 2 RZfR 3 &, HXJitt 

tfc3&»e>, f V 7 ;v t n ^ ^ >^ y t h u ^ f ;vy 'J ;v (TMSOTf) ^fflv^ c 

[0 0 8 2 ] 

:«BJl^£itfS^l£^V 3v;v>fbKJS{±> M1t8 0. 0 °C&T<DUm^\ 1 2 ~ 4 8 B# 

[0 0 8 3] 
[0 0 8 4] 

MoT, i2i:^tJ:^:, ±|B (A) <DJlfeX*%hti?z* U =n»Kov>T. 7*'J3y 
[0 0 8 5] 

[0 0 8 6] 

Will ^'J n '>;Hkt:ftt-Stt©f I*i LT, CHsCO (CH 2 ) 2 CO-. 

{±SfE# 2005-3029823 



#11 2004-093219 



^-v: 11/ 



^noT-bfiVf^lv^S^CIi, (A) ^XfiTifib fttz^r V 3**t£, 3^9 J— 
69 <?M£«* * JM-f & - t i * o 

[0 0 8 7] 
[0 0 8 8] 

^BJI^is^Tii, H3^1-J:^^ ±IB (B) XSfc-fc 0 n^MkCfttSfl 
3fe*JKKLfc*y (A) ISfcP!ltt©^nt-^-o>i¥6T, (A) X#I 

[0 0 8 9] 
[0 0 9 0] 

:tf)igc5#t*ffti, luiB (a) oxg-cas^&otafe^ftn-rafli^JbSo 

[0 0 9 1 ] 

^f&W^^^Ttt, *ifSB«a*JKMIX@ (B) (C) 4r, l*^8i©tt 

19 mi- itt, 6 Ek±<Dmj&M& ^om&<7) * u 3*^ 'j3t^^'j 
xwgig (o ^i~6ii»)it^M s fftt<, i ~ 5 mm 1 *) M-t (D& £ *)u 

[0 0 9 2] 

*5&We>9ij&'%&te* 1410=15^^^^ frfB (A) XI* (C) XflOfL H 

fie^SKfi^^^SMb-r^XfS (H5t:^t) m«tl:W^o 
[0 0 9 3 ] 

tola (a) XJ4 (c) xe^#e>n^*v ^ww^iiKaif*^*****^^^^ ffirfB<7) 

[0 0 9 4] 

filx.lt CHsCO (CH2) 2CO-fOi^t:(±, (A) Xf± (C) <?)X 

>itf ^^^^^^ tti ^9, BWofiiKUfSrliMI-taifc^-cSao 4 fc. 
CHiCl8/>^/'-^$<fC, (A) Xtt (C) (DUm-enbtitztV =r*Rftv*l4 

-e o ft -tew fibK3few*xe &~ ft l * v =n» * *>7 7-^^r/s, i^m 

[0 0 9 5] 

(A) Xii (B) WIg-c#?,tLf:t 'J ^«<7)^i*^IKi$^^ i: 

ffiiE# 2005-3029823 



#11 2004-093219 



^-v: 12/ 



[0 0 9 6 ] 

#:£fflv>T, (A) Xf± (A) ~ (C) <9X;g^T& ? o 

[0 0 9 7] 

^v^\ (A) XH (C) <7XT@T?*# <b tut * V =**f<^»^**K*S«J£*ttf s N-T 
[0 0 9 8] 

CHsCO (CH 2 ) 2 C0-#O#K^£^n^;v^^1-&ii f ^fi. C 

Hsco (ch 2 ) 2 co-f<7)M*^oty^«^> y -^x h jv^ym^mm 
m~ } mm?k, tK7v«i^$«, ch 3 co (ch 2 ) 2co-f»«« 

[0 0 9 9] 

/Xliy^nAify'j t^^M^, N-7y;v**77 >©4W6fti« 
[0 10 0] 

[0101] 

»Hhfi, XfBXigKJ: *K N- T v^tT^ y" h ^ 5 4 te&tf 6 tetfJ^JBMfc 

i§W:^^*tU *j-*.tl-&^y *m%, y^f;wt;vA7;i'f , iiKf^I(: 

#0-6 0°C7?&*K RJSNFHti. 1 2-7 2Hffll?*4o 
[0 10 2] 

[0103] 
[0 10 4] 

-f^v (^m) ^KM-fa *k TIB— ^ (4) -e^$^^ ^cor^^o 
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[ft 4] 



,16 



COOR 11 




OR 



(4) 



— i n 



[0105] 

[±m— ^ (4) R 8 f±> 7X»JET-S^{i^K**^L, R 9 

t, tRJejit-, t;j^;^ tv;^, 7yjva^7^D^n 
^u^a, *^y^A, -?yify, mm, ry* 

( 5 ) yjisfu /'ififtg L < li-fXn >Mff*#^ 

fc. ±|B— ^ (4) *K nt±. 3-1 0<7)M-C^^o ] 
[0 10 6] 

[ft 5] 




[0 10 7] 

[±f2-fl££ (5) >f> R 17 . R 18 Xt/R 19 (±, IfrfB-^ (4) <Z> R 2 ~~ R 4 |W] C ~C & 
!9, R 20 «. fulB-^ (4) OR 1 tRCt^So ] 
[0 10 8] 

Mi©l7n»^J^ n >Ht U Kn^f> (fifeBfe) ^Kis^Tli. ±|B^ 

(4) if OR^tFR^^i-^K^^ov^TW^fURKi^v^^ ^Jx.ii^ F^y7x- 

)is&%mf & ^ t #*-c § & o 

[0 10 9] 

&CD4 4 CMfS^xf'f y?mmt<D&X\ ±|B— ^ (4) if ^R 14 ^(^R 15 co^ 

* < t & i l < , r i4 &if r 15 ««^&& s> o^twSf 
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[0 110] 

%fz, — *S5£ (4) \z&*ti&Mft%M?'fi'?*>WLm*y Kn^f>|fL< tt 
[0111] 

*»wo«7c*»^/i/^ n u =fa > pn^f> mm.) mt, ±m^tu < > 3 
^^T**j8&K^ , se^ ii ^aA«^< ft <> Ktett, #^<^ lwmitts *><v(d 

<=> ft & 6 J: 2 *ls 6 <7? fc fi#|& s o 

[0112] 

1WB**9io*j6^fen <fc «3»3tLfeft*, «<D<b^^-ei±#?> aft 6 
[0 113] 
[0 114] 

^Hjo^lTC^S^^^o^mM^ 1 ; zfx> Vu>t*> (mm) ^f±. CD4 4^C 
[0115] 

tot, CD4 4^tcio-CfH?«^li^lift^> fcii^Rr*- 
[0 116] 

[0 117] 

*&w<Dmm&, cd 4 4^oM#^«to'rfiii$tLs^ms^«ffi^^j£<3afflnr 
ib-c* * 3&*, Mfcw k w\ fflz. itmnmm y * v ^ , 'jt^K^, 

[0 118] 

ft L & CO 14 > C D 4 4 KMir 4'>xf^ > St^* § < , ±BEauSjE & 
[0 119] 

*§km<omm$.i&Mi±, tsts-^jg, %m^^n&Kmm±% < , gn, ibudu 
&fti8^ &t$^ mmftik^ mmm&^ iai*i^> husk 

«:#) fO^iltJSCT, ft-W-fk-rst fc3&«-C**o MiLTti. 

^y-t^j, mmL nn, mm, u^ftau, «fc#5W> r^j. ^v-au 

1T, 0 . l~ 1 0 0 0mg?*4#, Kio TiiJIit s 

So *IPJ^El«&J»fi, St»k *t-£#k flHR*!U aSrfe&k "H-BfeSJ, UUiJfiift 
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[0 12 0] 

ftXtfWjft^'J y^>; ftJR^ *#ftfle"c»jft"^§*l*ll**fe* 

5&*T § * o 

[0121] 
[0 12 2] 

mtktf-? mmm-e^ ^nmzmm ^ w:M«M*ftT©# 

(1) «JS 

H0RIBA SEPA-200 £ J: I? 22 ± 3°C "CM5£ L o 
(2 ) *H NMR 

JE0L ECPKX. «9 500 MHzT^lJ^ L/Co ^->7 > (i> #0x.M^*3OC-l^S^-L/i^ 

(3) y'JAfJ^nY^77^- 

~>V#^;W±, ftM^i^OSilica Gel C-200S.t/ C-300 1 , MM^MOSilica 
Gel 60N (4>tt, 3W> 40-100^ m) £"f$ffl Lifco ^ £ ilffifrfiAmer sham Biosciences 
1±m<7) Sephadex LH-20& c^LH-60 £ ffiffl L 0 

(4) ^^a7-y-7*^ (MS) 

*V^a7-y-^li, GL Sciencettt^^JlU *±T180 °CT«Ltffl^/; 0 
(«#U 1 ) 

ig -D-GalNAc~ (1— [4) - j -D-GlcA- (1—3) - B -D-GalNAc- (1—1 2 4) - 8 -D-GlcA- (1— OMP (l) 
t /?-D-GalNAc(4. 6-di-0S03Na)-(l— T4)- £ -D-GlcA- (1—3)- £-D-GalNAc (4, 6-di-0S03Na) 
-(1— ] 2 4)-/?-D-GlcA-(l- OMP (2)^$£^& 0 
[0123] 

*$mm<DBLj&xn<Dmvk*&-tw & - i Rvm 6-2 ttiL^^^^Ti^ffi^ 

[0124] 

(a - 1 ) s& 1 wift^is 

06-1+. 5£ (10) ^&t>ZtL&-<Dmj&tofrb*&<£^l*^"?*>*)> [j. 

Tamura et a 1 . , Carbohydr. Res. , 305, 43 — 63 (1 

9 9 8)] KWMwfi&K a »?n*Lfco fiw^OT-t*^ fiotft^tfi^i 

[0 12 5] 

£<755£ (1 0) T?3fc$;K& — ©Wj&tt^fcfcSffrfr* (1 7 2. 7mg, 0. 18 4m 
mo 1) T-th-h'J;V (CH 3 CN, 8mL) (2mL) cdM^$U-y#»U 

£*U^ Wit— T'/t-f A-feV * A (IV) (CAN, 5 0 0mg) £jQx.T. 1 B#|HJ 

[0 12 6] 

RJSifcTlfe, RJE5ifc**nn*/i/A (CHCh) ^M*tfKL/;o :*11IJSJi 
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*'>'J*W9A^n7f/?7^- (y'J^^JHON, lOg, h 

xy/Ufxf jl/3 : 2-1 : 5 SfciiHOR^*-*'/* 9 J -fr 5 o : l) -effimu ^ 

(125. 7 mg) £#fco 

[0 12 7] 

>k^-Q\ Wbit?z^< T-fe^ '^nn^v (CH2CI2, 5 m 
L) "C#JftU f^nn7^f-fij)l/ (CCh CN, 0. 5 mL)£7JDx.. 
mWL&tfh. O'C'Cl, [5. 4. 0] (li 

) *SPx/Co 3 0^ ISCTCCh CN (0. 2mL) S-ilTlDU S S> I* 1 0 55" 
WHI^&^tfco RJ&Sl* v 'J*W5A^n7f^77^- (C - 2 0 0 , 3 0 g , 

Y)v^y/^m^^2 : i~i : 50) -efitiKU S (11) ®2»i (131. 

1 mg) ^73%«t*#f: (5£ (11) <Djt^<D R f 0. 58 (S^lxf 

;v/^^y-JH 0:1) -cabofco ) o -o^^te-tU^ffiiH^ 
L T L tz o 

[0 12 8] 
(A— 2) MS^^ 

06-1^ 5£ (12) •e^$tL&HO»^*t* i 'b**'fb^f±^t?* •? ^ [J. 
Tamura et a 1. , Carbohydr. Res., 305, 43 — 63 ( 

1998)] Kmmoumtzx nmmvtzo mm-mm-t^t, mM^m^wtm^ 

[0 12 9] 

(A- 3) 4|§4'^#^^ 

±^Lfc, S (11) ^Sti&M^* (1.18 g, 1 . 2 1 mm o 1 ) 
(12) ^£tL&$*S## (858. 6mg, 1. 0 2 mm o 1) OCH2 Ch (4 

3mL) ^ItV^ay-y-^AWS 0 0 (MS AW 3 0 0 ( 5 g) ) £7jn 

SSi:tlB||WL/:o itifc- 2 0 °C^^iP U »LWH)7iUn^ 

>^;V*>^b'^f;Vy'J;V (TMSOTf, 2 1 3 y. L, 1. 1 8 mm o 1 ) ^tJDx. 

7X«^- h VV&mWL*tiaz., CHC 1 3 -TTmKL-tz 0 
[0 13 0] 

W^MJ±W*L/c 0 (LH- 2 0, CHC h/^ V-)H : 1 ) 

y'J*m9A^n7h^97'f - (C-2 0 0, 3 0 g, h >/f^cc^-;v 2 : 

1-1 : 2) -cflMftu A (13) <Dik&m (1. 2 0 g, 71%) £#*io ^ttr*-^ 

[J. Tamura etal. , Carbohydr. Res. , 305, 43 — 
6 3 (1 9 9 8) ] T^tf-^i-tL/to 
[0131] 

( B ) 4 Otigj&tlfo & h mfa<D U 7° V S 4 fr&<D 

±i£W «£ -9 LTWfcfLfcsS; (13) -CSFSfrS 4 OflJjK*f ^ W# (7 1. 8 

mg, 43.3 ^mol) ©x^ / -JU/ h 5 : lM (5mL) K % UK 

7y« (4 0. Omg, 434^mol) ^Jnx.> ifiCT 2 O^S^L^o ?#1 

*aftE®*u ftm*<rfrz>T& (lh- 2 0, chci 3 /^;-^i : 1) l 

. mT<75^t£«^1-:£ (14) WMI3W9 2% (6 2. Omg) TiffCo 
[0132] 

(1) RfO. 3 2 (iS|xf;v/^^7-;v4 0 : 1) 

(2) [a] d +13° (c 0. 4 3, CHC 1 s ) 

(3) 5B*#*f 

a) ftjttt (C83H86N2O28 • H2 O) C, 63. 18 ;H, 5. 63; N 
,1.78 

b) mmm c, 62. 9o;h, 5. 52; n, 1. 71 
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(4) 1H NMR data (CDCls): 5 7.89-7.81 (8H, m, Ar), 7.48-7.47 (2H, m, Ar), 7.36 
-7.27 (8H, m, Ar), 7.19-7.13 (6H, m, Ar), 7.10-7.06 (2H, m, Ar) , 6.89-6.87 (2H, 
m. Ar), 6.75-6.73 (2H, m, Ar) , 5.73 (1H, bt, J = 8.87 Hz, H-31), 5.61 (1H, dd, J 

2.3 = 5.27, J 3,4 = 8.02 Hz, H-33), 5.54 (1H, d, J 2 ,nh = 7.79 Hz, NH4), 5.49 ( 
1H, dd, J 1,2 = 6.88, J 2 ,3 = 8.94 Hz, H-21), 5.49 (1H, s, PhCH) , 5.44 (1H, d, J 

2 , nh= 6.18 Hz, NH2), 5.31 (1H, s, PhCH), 5.22 (1H, t, J 1,2 = 5.27 Hz, H-23), 5. 
18 (1H, d, H-ll), 5.17 (1H, d, J 1,2 = 8.24 Hz, H-14) , 5.02 (1H, d, H-13) , 4.68 
(1H, dd, J 2,3 = 11.00, J 3,4 = 3.67 Hz, H-34), 4.64 (1H, brt, J = 10.08 Hz,H-43 
), 4.53 (1H, brt, J = 8.83 Hz, H-41), 4.29 (1H, s, H-44) , 4.28 (1H, d, J 1,2 = 1 
0.31 Hz, H-12), 4.25 (1H, d, J 4,5 = 10.31 Hz, H-53) , 4.22 (1H, d, J 4,5= 9.16 H 
z, H-51), 3.85 (1H, m, H-6a4) , 3.84 (1H, brs, H-42) , 3.78 (1H, m, H-6a2) , 3.75 ( 
1H, m, H-22), 3.74, 3.72, 3.72 (3Hx3, 3s, 2 COOMe, MeOPh) , 3.69 (1H, m, H-6b4) , 
3.52 (1H, m, H-6b2), 3.34 (1H, m, H-32), 3.25 (1H, m, H-24) , 3.03 (1H, s, H-54), 

2.68 (1H, s, H-52), 2.37, 2.35, 2.34, 2.30 (3Hx4, 4s, 4 MePh) , 1.91 (3H, s, MeC 
0), 1.71 (3H, s, MeCO). 
10 13 3] 

(O to&RB\iz£2> 6 ^iiiMMW£gM 

HI 6 - 1 *K 5S; (1 1) -C^tl-Mfc^-tf (144.3 mg, 0.148 mm o 
1 ) ^ (14) "QTFZfLZik'k® (160.6 mg, 0.103 mm ol) ©C 
H 2 C 1 2 (7mL) MSAW3 0 0 (7 0 0mg) SSCtlBtil 

ffUo ^M-2 0tMU ft#LooTMSOTf (19/(L, 0. 1 1 mm o 

tim&twtfomi- ^ u v&mfoztiaz., chc i 3 -c«Lfc 0 

[0 13 4] 

, »it«fff*Uo (lh-6 o, chcis ^*y-;vi : 1) 

fcV'J*^*5A^av>^97-f- (C- 3 0 0, 6 g, h JV^ J'/ftSxf^/ 1 : 
i~i : 5 . WtWtz-m'/* ^-jhoo:i) tfflHL, ( 9 ) oft&m (161 
.4 mg, 6 6%) fcWfco 
[0 13 5] 

(1) Rf 0. 4 2 Wxf-jV/^^y-iH 0:1) 

(2) [«] d +2 4° (c 0. 5 6, CHC 1 3 ) 

(3) imfrffi 

a) ftJfffi (Ci 26 Hi3iN 3 043 • 2H 2 O) C, 62. 75; H, 5. 65 
; N, 1 . 7 4 

b ) C, 62. 8 9 ;H, 5. 52 ;n, 1. 72% 

(4) 1H NMR data (CDCls) : S 7.96 (2H, d, J = 8.02 Hz, Ar) , 7.91-7.88 (3H, m, A 
r), 7.85-7.80 (6H, m, Ar) , 7.62 (1H, d, J= 7.33 Hz, Ar), 7.48 (1H, d, J = 6.41 H 
z, Ar), 7.38-7.35 (2H, m, Ar) , 7.32-7.21 (17H, m, Ar) , 7.18-7.13 (5H, m, Ar) , 7. 
06 (2H, d, J = 8.02 Hz, Ar) , 6.90-6.86 (2H, m, Ar) , 6.76-6.73 (2H, m, Ar) , 5.73 
(1H, t, J 2 ,3 = J 3,4 = 8.93 Hz, H-31), 5.67 (1H, s, PhCH), 5.60-5.56 (2H, m, H-3 

3, 35), 5.49 (1H, s, PhCH), 5.48 (1H, dd, J 1,2 =7.33 Hz, H-21), 5.46 (1H, d, J 
2,nh = 7.56 Hz, NH6), 5.26 (1H, s, PhCH), 5.17 (1H, m, H-23), 5.17 (2H, d, H-ll 

, 16), 5.04-4.98 (3H, m, H-13, 15, 25), 4.83 (1H, dd, J 3 , 4 = 7. 56, J a , 5 = 10. 5 
4 Hz, H-45), 4.65 (2H, m, H-43, 36), 4.62 (1H, d, J 2,nh = 8.71 Hz, NH4), 4.51 ( 
1H, brt, J = 9.05 Hz, H-41), 4.46 (1H, d, J 3,4 = 3.44 Hz, H-44), 4.34 (1H, d, J 

3.4 < 5.5 Hz, H-46), 4.32 (1H, d, J 4,5 = 10.77 Hz, H-55) , 4.30 (1H, dd, J 2,3 
= 10.31, J 3,4 = 3.36 Hz, H-32), 4.23 (1H, d, J 4,5 =9.85 Hz, H-53), 4.20 (1H, 
d, J 4 ,5 = 9.17 Hz, H-51), 4.14 (1H, d, J 1,2 = 8.71 Hz, H-12), 4.04 (1H, bt, J = 
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9.91 Hz, H-22), 3.91 (2H, d, J = 12.15 Hz, H-6a2, 6a4) , 3.88 (1H, d, H-42), 3.8 
7 (1H, m, H-34), 3.86 (1H, m, NH2), 3.83 (1H, d, J ge m = 6.65 Hz, H-6a6) , 3.75-3. 
66 (2H, m, H-14, 24), 3.72 (1H, m, H-6b4) , 3.72, 3.71, 3.65 (3Hx4, 3s, 3 COOMe, 
MeOPh), 3.69 (1H, m, H-6b6) , 3.53 (1H, d, J g em = 8.25 Hz, H-6b2) , 3.24 (1H, m, H 
-26), 2.97 (1H, s, H-56), 2.78(1H, s, H-54) , 2. 70-2. 41 (4H, m, 2CH 2 ), 2.52 (1H, s 
, H-52), 2.43, 2.40, 2.38, 2.37, 2.34, 2.30 (18H, 6s, 6 MePh) , 2.03 (3H, s, COCH 
3 ),1.80, 1.77, 1.72 (3Hx3, 3s, 3NAc) . 
[0136] 

( D ) 6 (PfltJ&Blfo £> ft & ^ mfa<D V -f VZA kM£2 ^ 

in 6 - 2 izm-rx v ±.m<D£dtzLxnbtitz$: (9) xmzti&it&m (30. 

8mg, 13. 0/imol) /U/ h frz- > 4 : 1 ( 2 . 5 m L) £ K 

77« (12. 6m g, 28. 2/imol) ££Px> giftfcT 1 IMM^L^o ftft 
£«J£^i£rU »atS:^%a (LH-2 0, CHC Is -X*y-/H : 1) TfflSL 
, ^T©W*^tS (15) cr)jb^% (29.9 mg) *%A83K&tz 0 
[0 13 7] 
(tote*) 

( 1 ) R f o . 4 3 **y-/no:i) 

(2) [«] D + 1 9° (c 0.6 8, CHC 1 3 ) 
NMRf- 9 ti (4) \Z^Mo 

(3) SIM 

a) ff«{fi(Ci2iHi25N3 04iNa, [M+Na]+)2298. 77, 

b) «Hi2298.94 

(4) 1H NMR data (CDCls): 8 7.91-7.79 (12H, m, Ar) , 7.54 (2H, d, J = 7.11 Hz, 
Ar), 7.45-7.44 (2H, m, Ar) , 7.37-7.28 (12H, m, Ar) , 7.23-7.12 (9H, m, Ar) , 7.06 
(2H, d, J = 8.25 Hz, Ar), 6.89-6.87 (2H, m, Ar), 6.75-6.74 (2H, m, Ar) , 5.72 (1H 
, bt, J = 8.82 Hz, H-31), 5.60 (1H, dd, J 2.3 =3.90, J 3,4 =7.55 Hz, H-35) , 5. 
58 (1H, dd, J 2>3 = 6. 18, J 3 ,4 = 8.24 Hz, 33), 5.56 (1H, s, PhCH), 5.48 (1H, dd, 

J 1,2 = 7.10, J 2,3 = 8.94 Hz, H-21), 5.44 (1H, s, PbCH) , 5.40 (1H, d, J 2,nh = 
6.63 Hz, NH6), 5.33 (1H, s, PhCH), 5.20 (1H, bt, J = 5. 83 Hz, H-23) , 5.17 (1H, 
d, J i,2 =8.25 Hz, H-16), 5.16 (1H, d, H-ll), 5.08 (1H, bt, J = 4. 01 Hz, H-25) , 
5.00 (1H, d, J 1,2= 4. 12 Hz, H-15), 4.96 (1H, d, J 1,2 = 5.73 Hz, H-13) , 4.92 ( 
1H, d, J 2,nh = 6.88 Hz, NH2), 4.75 (1H, d, J 2,nh = 8.70 Hz, NH4) , 4.73 (1H, dd 
, J 4,5 = 10.54 Hz, H-45), 4.69 (1H, d, J 1,2= 8.48 Hz, H-14), 4.63 (1H, dd, J 2 
,3 =11.00, J 3,4 =3.44 Hz, H-36), 4.60 (1H, dd, J 4,5 =8.02 Hz, H-43) , 4.50 ( 
1H, brt, J = 8.82 Hz, H-41) , 4.31 (1H, d, J 3,4 = 4.12 Hz, H-44) , 4.29 (1H, d, H 
-55), 4.22 (1H, s, H-46), 4.19 (2H, d, J = 9.39 Hz, H-51, 53), 4.13 (1H, d, J 1 , 
2 =8.48 Hz, H-12), 4.04 (1H, m, H-34), 3.89 (1H, d, J ge m = 12.37 Hz, H-6a4) , 3 
.86 (1H, d, J gem = 12.61 Hz, H-6a2) , 3.84 (1H, d, J geB = 11.45 Hz, H-6a6), 3.8 

4 (1H, d, Js,4 = 3.66 Hz, H-42), 3.75 (1H, m, H-22), 3.73, 3.70, 3.65 (3Hx4, 3s, 
3 COOMe, MeOPh), 3.65 (2H, m, H-6b4, 6b6), 3.54 (1H, d, H-6b2) , 3.54 (1H, m, H- 

24), 3.23 (1H, ddd, H-26), 3.15 (1H, m, H-32), 2.96 (1H, s, H-56), 2.82(1H, s, H 
-54), 2.59 (1H, s, H-52), 2.40, 2.38, 2.37, 2.35, 2.34, 2.30 (3Hx6, 6s, 6 MePh) , 
1.85, 1.70, 1.66 (3Hx3, 3s, 3NAc). 
[0 13 8] 

(E) m<DUm& (^>y'Jf>iig'7yJV£) OBfcjr 

±&<D£ -9 \Z\^X%h fltz^, ( 1 5) XTF^tl&it&m ( 1 7. 8mg, 7. 82^m 

o 1 ) ©CH 2 C 1 2 / * 9 j -;v 1 : 1 ( 1 . 6 mL) ti >77-^J^>i 
(4. 2mg) m&KX 1 2mmW>WLtz 0 %>yT~X)V*>M (6 . 6m g 

) £i££nu mmzT^hK2 4wmmwLtz Q ^t^a^sM v^ne^-x^r 

5 Mfc^ffi^irU nmZ-yfl'ZM (LH-2 0, CHC 1 3 /* 9 
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1 : 1) TrMIU ^ (1 7) ««$7 8% (1 2. 2mg) T'#/c 0 
[0 13 9] 

1 h NMRiaw (i 5) (D^m^h^y^) r>^m^^fitz^t^muLtz 

5£ (17) Oft^il (5. 4m g) f- h 9 Kn 7 9 15:1 ( 1 . 

6mL) «fi$U mWLft&b 1 . 2 5M*^bU ^ ( 4 5 ^ L) *0t7 

tJPx/Co lB#ra&, *«E*i*M*U ■mt\'*9S-*' (1. 5mL) £2j|]x., 
0. lMf fJ^A^^vK (0. 5mL) *»L^^f)iTL/c 0 3 0ft, 5 0% 
g^K-eKJS *#Jh L > £ Mffi^* L fco »sic * ^ * « ( L H - 2 0 , 1 "C 
ifL, TfS5£ (2 0) ^-fft-ert^, W9 2% (3. 3mg) T?#£ 0 **fc*ifcft 

[0 14 0] 
[ft 6] 



OH 




[0141] 

( 1 ) r f 0.32 (n-y?y- fr/w&yfo 1:1:1) 

(2) [ a ] d +20° (c 0 . 3 3 , tK) 
NMRf - ^ t± (4) l-SEHo 

(3) K*##r 

a ) WtJf {ft (C 4 9 Hs 8 Ns 0 3 5 Na, [M+Na-3H] 2-) 640. 68, 

b ) Hi!Htt640. 69 

(4) 1H NMR data (D2O): 8 7.09 (2H, d, J = 9. 17 Hz, Ph) , 6.96 (2H, d, J = 8.94 
Hz, Ph), 5.07 (1H, d, J i,2 = 7.79 Hz, H-ll) , 4.54 (1H, d, J 1,2 = 7.79 Hz, H-l 
3 or 15), 4.53 (2H, d, J 1,2= 7.56 Hz, H-12 or 14, 15 or 13), 4.49 (1H, d, J 1,2 

= 8.48 Hz, H-14 or 12), 4.45 (1H, d, J 1,2 =8.24 Hz, H-16) , 4.09-4.07 (3H, m, 
H-42, 44, 46), 4.05-4.00 (1H, bt, J = 9.63 Hz, H-22 or 24), 3.98 (1H, bt, J = 9. 
74 Hz, H-24 or 22), 3.91-3.66 (19H, m, H-31, 41, 51, 32, 52, 62x2, 43, 53, 34, 5 
4, 64x2, 45, 55, 36, 56, 66x2), 3.85 (1H, m, H-26) , 3.80 (3H, s, MeOPh) , 3.62 (1 
H, bt, J = 9.32 Hz, H-33 or 35), 3.61 (2H, bt, J = 8.83 Hz, H-21, 35 or 33), 3.3 
6, 3.34 (2H, m, H-23, 25), 2.02 (3H, s, MeCO) , 1.99 (6H, s, MeCO) . 
ESI-MS (negative): m/z: 640.69 (calcd for C49H68N 3 0 3 5Na 640. 68, [M+Na-3H] 2 " ) , 62 
9.69 (calcd for C49H69N3O35 629.69, [M-2H] 2 "), 419.45 (calcd for C49H68N3O35 419 
.45, [M-3H] 3 "). 
[0 14 2] 

(f) mmfmmt (^ (2) gyjt^M^tM 

I6-2i:iti^:, ±&<7) £ ? K Ltf^ti/;^ (15) ~?&2ti&ft&to (2 8 
. 7mg, 12. 6 M mo 1 ) Otf'J ( 1 . 5mL) ^ J^ft \£'*U 4 )V ( 3 0 

fih) tmmMON^ N-y^f;V7 5 S tf V v^fcfttlx., 8 0 CUT 3 B# 181**1* Lfco 

ML, Mfijco^ *y-;u£tjn;U RjcSife*^** (lh-2 o, chc i 3 /** 

;H : 1) -C»«U A (16) (Oit&W (2 7. 0 mg, 8 9%) 
[0 14 3] 

>fcV*T\ * (16) Oft^-% (8. 6 mg, 3. 6^ mo 1) <7)CH 2 Cl 2 /^^ 
y-JH : imWL (lmL) fc, *>7r-^^*>i (2.9 mg) Srflllx.. Mfc 
T2 O0#P^m#Lfc o Kmm~Mm<0'J4 v~fuidfrx.*f-j[/T^ >£inx., 

miiE# 2005-3029823 
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*U aaEt^*» {LH-2 0, CHCis ^ *y-;n : 1) *e#»«u sft ( 

18) (Dit-tm (8. 1 mg) ^£ifii:#/:o 
[0 14 4] 

^CV^t:\ S (18) <Oit%-^0 (8.1 mg, 3.6 ^mo 1) 0^^f;V*M7 
5 F'M (0. 5mL) H Wf HJ > f ? « (6 0mg) SrtJPx., 5 7 
t^t2 2BfTOffLf; 0 HSikif f U ^ f ^7 5 ( 5 9 m g) fcafiillU 57 

6B#F^ff$Lfc 0 &&«^a£<$£PU Rt&«t*^*« (LH-2 0 
, CHCh/^^ / 1 : 1 ) t4 Jr>3iWmtii [Dowex 50W(Na + ), 
^^y-;v/7X8 : l] -eflMRU S (19) <oik&m (9. 6mg, 9 1%) *#fco 
[0 14 5] 

S (19) <Dit&m (9. 6mg) "f Kn79> (0. 5 m L) 

fc* (0. 0 4mL) (DM&mm^mffiL, mWL^^hl. 2 5M*-SHtV ^*A2MS 
(0. 2mL) ^0°C-etinx., ISt- Hft«#*«!^^o U SWKfc* 

9 J-fr (0. 5mL) tCH 2 C 1 2 (0. 1 5mL) fciJPx.. £*LfcO. 5 M^Bfcfb 
(0. 3mL) tflt^LooiTlfco 2 2 ftN&. 5 0 %f»??KJ3£#l]i 

l> M^i)±s*L/:„ mmzr^^M (lh-2 o, i%i^m) t?»*iu tib^: ( 

2 1) C^tM*«$5 4% (3. 7 mg) ^ntz 0 %hfLfz^t^(D^mU^^ 

[0 14 6] 
[ffc7] 




OMP (21) 



[0 14 7] 

(1) Rf o. 14 ( n - y 9 ; 7X1:1:1) 

(2) [ a ] d -8. l(c 0. 37,7X) 
NM R T f — 9 ti (4) Idle 

(3) SIM 

a) ft## (C49H 6 2N3035Na 6 , [M-3Na]3-)623. 33, 

b) Hffltt623.34 

(4) 1H NMR data (D 2 0): 8 7.09 (2H, d, J = 9.17 Hz, Ar) , 6.96 (2H, d, J = 9.17 
Hz, Ar), 5.12 (1H, d, J 1,2 = 7.79 Hz, H-ll), 4.79 (2H, s, H-42, 44), 4.71 (1H, 
s, H-46), 4.65 (2H, m, H-12, 14), 4.60 (1H, d, J 1,2 = 8.02 Hz, H-16), 4.56, 4. 

55 (2H, 2d, J 1,2= 7.79 Hz, H-13, 15), 4.32-4.21 (6H, m, H-62x2, 64x2, 66x2), 4. 
18 (1H, d, J4.5 = 9.85 Hz, H-51), 4.11 (3H, m, H-52, 54, 56), 4.05-4.01 (3H, m, 
H-22, 24, 34 or 32), 4.00, 3.99 (2H, 2d, J 4,5 =9.62 Hz, H-53, 55), 3.93-3.78 ( 
7H, m, H-31, 41, 32 or 34, 43, 45, 26, 36), 3.80 (3H, s, MeOPh), 3.66 (1H, bt, J 

= 8.47 Hz, H-33 or 35), 3.66 (1H, bt, J = 9.05 Hz, H-35 or 33), 3.63(lH, bt, J 
= 9.17 Hz, H-21), 3.41(1H, bt, J = 10.77 Hz, H-23 or 25), 3.40 (1H, bt, J = 10. 2 
0 Hz, H-25 or 23), 2.02 (3H, s, MeCO) , 2.00 (6H, s, 2MeC0) . 

amm 1 ) 

[0 14 8] 

m 7 K^-t xdK, ±mnmm 1 om^^RW^^ &mz y°u^-9~ kixtl 

, (3) RV (4) 7v FftL/;f ft4#ttSf fr^fflv^T, |WJC;v 

^ ^ BK"* ^ B F 3 O E 1 2 © "J n y ;v jfc&S ^ o i t , &TFI<Z^ 

(D$: (6) -em-tit&mt^ m& j 3-fct<DW&BLBfeT&L. ^ (8) -?mzti&Rm$ij& 
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»f;H 3 > Lindla r»I<?)Wc\ 7Kfit^#n L & <b jlTC L T N 7 
[0 14 9] 

Bio. Med. Chem. Lett. 1 9 9 5 ; 5 (13) : 1351-1354 fc: 
(±. _LfSJfciKM 1 Ol^yj&O L i nd 1 a rttfiCftx, ^fi^£J3 V^c^^t5 ? 

[0 15 0] 

^n^-^-fcLtf^iVtn^? f'J^f^vViV (TMS O T f ) 

*fc*ife0l i in 6 - l <75^; (13) 4 71%, ( 2 

0) 31 V (21) coeM^-e-etL-p^e 6%£v^^w^6<^#j«^e>%&^7G5k 

[0151] 

^tL^MLT, -fu^-f-t L"CBF 3 • OE t2*m^, TyKN^fft^J: 

o7t 0 TvHbL^6lt#: (6) £M7n£CfD $ £: Cl ^ , NTtfiVS^II 

**fei?)fg65i:t*^ (9) O-fb^JiWbtL^^ofCo 
[0152] 

4 3 % fcHi&M 1 O/^ftKljt^ m 3 0 %©^ofc 0 
[0153] 

(:%gS) 

Ui f^oMSt K * * y ^ C^o ^(Dij^-ty^m^-t liS##<7) 7'J- ^Jc^S^ 

y^i^tyif^fiVy'J^ (TMSOTf) f±. #^*>ft I W#i'f ^->^7£M; 
L T & # f - * > 4> £ ^feit L , •€- * «HNI L i W it izm-otzb 
<Vt^?LhtiZ>o ^oT, lulB— ^ (1) ^-^£^&-fk^-C&fU2\ Rt^S!/** 5 

[0 15 4] 

(*WJ 2 ) 

ikM* ')3'»t:J:l>CD4 4yxf'0 ^jfij: 

^M^ll 1 -^nhfitzi^ (2 0) (2 1) (Dft&WK^^X \ mBUK&tf&CV 4 

4 v j. > St£ * , H 8 izm-t&Mfcfim § fNB L fco 

[0 15 5] 

ytlnyFn^f >Tr^ot^ C D 4 4 ©y if^f > ?*rii$ti/;o tfc, N-7 
;v 35T 9 * h -9- 5 > (7) 4 f2 £ 6 fitf^IMb $ tiT & 6 ®S^f^ ^ & £ 3t3C5£8ffi ^ y" 

[0 15 6] 
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[0 15 7] 

cD4 4yxfr/ ymmmi~&<*%> c d 4 4 ^T-^n-^-t^^m^^^-e^t?* 

[0 15 8] 

[Hll] Hllii> *»iBo- <3£«fe3&«Rfc:titt& (A) X@<7>»«fr£^1-RJ£5£-^& 

[°H2] hi 2^ *§tm<D— (ommwm\z.&nz> (b) xeomn&^^-rsjs^t?* 

[H4] i4li, *H^<0— <7>||Jfi^«l^^tt4fiiai*JK»xeo|JBB&*^t-xeBI 
[19 5] 15 11, ©H»il^lt^lWIft©I@^W^^tI 

[16-u n*6#o i o»js*s^*»t*xgo— f^mm&^^^-rxfim-e^^o 
[me - 2] ^jft^ij i <^JS3t^i*^^tt*x@o— ass-«tB&«i^^i"Xgia-c*So 
[in 7] Jtitffl i o»3t^fe^^»t*xe*i!Eiifrfl&^i-xeBiT?**o 
[®8] 2 -e?r ft o fcsofe^w«E«&*^-rxeig-e* & Q 
[m 9 ] mmm 2 r^fto^^m^^Ki^^^-f-^iii^^^ tr--c** 0 

[12 1 0] mMm 2 X*ft%:-?tz^m~&tf2> CD 4 4 yxf^ ^/il»^t^9 7 
•C**o CD4 4vxfO«±, *IJIt«S:UL-C*i6^ 
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[HI] 

AXS 

P 6 ' 



NR 4 R 5 COOP 4 7^ 

P 2 0 NR 6 R 7 COOP' 0 



? k ~ p 3n _ P 2 0 NR 6 R 7 COOP' 0 

TMSOTf NR"R 5 COOP 4 P « 0 -^ \ 

^T^^q^^^ OF>7 TMSOTf: hU7;i/^P^^>7M>'l 

OL P^O k 11 ->t-=P Jl,«V II JL 



P 11 p.11' 



[02] 

BXfl 



P 6 

P 6 , 

I o 



? I - p 3 o— p2 ° nr6r7 coop1 ° 



NR 4 R 5 COOP 4 l( ° P 9 0~^^ 



P 11 pn' 



+ H 0 - P 5 



P 6 
P 6 1 

?° ... p3 0 _ P s O NR 6 R 7 COOP 1 " 




HQ 

N 



RW COOP 4 k( p9 °~^XT 
1° ^ U 

■ 11 pn' 



pn p i 
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[0 5] 



NR 4 R 5 COOP 4 



P 6 
P 6 i 

i o 
o 




P a O 



NR 6 R 7 COOP 10 



P 6 ps ' 



0 +Piv 



o P a O- 
N R 4 R 5 COOP 4 ° P 9 0- 

o 

p11p11' 




-P 6 ,- P 6 ,- P 11 ,- P 11 



+SO s Na 



n _ D2 _ D3 _ ps _ pg 

V +H ' ' ' ' ' 

{> +R"(Na, k,7 )V*}\,m) 



OP 7 



HO 

NaS0 3 0 



NR 4 R 5 



NaSOsO ?-SQ^ Na 
COOR 11 



3 f " HO 



•Q-SQsNa 



NR S R 7 COOR 11 

NR 4 R 5 COOR 11 | ( " 

NaSQ 3 Q O-SOsNa — 
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ON 




CD O 
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[H6-2] 



R 1 0 I 



O MBzO- 
NHAc COOMe 



COOMe 
-O 



MHAc COOMe R ° I mr^O-t^/S^ NHAc C \°° Me 



(9) R 1 , R 2 = >CHPh, R 3 = Lev 
* (15) R 1 , R 2 - XJHFh. R 3 - H —i 
^ (16) R 1 , R 2 = >CHPh, R 3 = Piv 



(17) R'= R 2 = R 3 = H 
* (18) r'= R 2 = II, R 3 = 
*. (19) R 1 = R 2 = S0 3 Na, R 3 =Piv 



Piv 



- El 



Ac 

Me 

MB Z 

MP 

Lev 

Piv 

Ph 



: 

: U^U-Z-Ol* (CH 3 CO(CH 2 ) 2 CO-) 
: eAP'fiH (CCH 3 ) S (C0-) 
: 7i-/H 
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[H8] 

I MIA PaCa-2 (thTOIW 4> 1 x1 0 5 /5iJK' 2 4-5 
I -f>*a^->3> (3 7°C, 

J, 1 0 nM •>7.f^>^PT7-if'f>tt^- (MG1 3 2) ^MXX-i >*c 
=l^— i/H > ( 3 7 °C, 30min)„ 

| ■ RCE 6XliR C 6£Jn*.T\ 6 0 m i n ^ >+n^-i> 3 > (3 7°C), 
• ^ttfctKltte, 7fs;U7^-;l/£ 'JX^yMX^^W (PMA) ^DiT3 0m i n 
(3 7°C) 0 

l SDS ^^T«^^u^icm)Ko 

I SDS PAGE. 
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